teo^ citillzloci force* fi^lcl calculation to a^n^ratet q E:> rimarv iftorarv of favoraib lv rar>Ko<J prlrv^cxrv 
variant prot&irits comprlftinQ f> nlurjalitv of taFii^ciF^ -w^ai-i^rtr amino a<:;i€a r^ai^i-i^a c^t orlrTYctrs^v^arnant 
t?oe jtioni^; .^i/^dl 

cJ't dQtermtnino a crltwrl« for Ftpl«<=tincj nminp ^<::i«a r^iaidu^A l r<:>m oeio^i of &ai «=i v^ffant t:^aitiona 
from eaid f avorg^tolv rar>f<L«ci prlmg»rv v«rlai-tt orotoina 

oelectina amino ocid r<^tsiciLJ«f^ from « iali.jr«Htv oT «»alcl vjari^nt^ c>ogKltlc:n-i« frpn-i ««ici f&vcirtablv 
ranKed orimarv variant orotetngt: and 

•of> <7ompi-itatioriaily prooeasing a pfurollty of said pfHww c> ry var^gint aol^oi;^d amtrto odd ro^iduos 
from a omr^tlitv of «aid variant oostttQr>» from »ald fa vorattolv roi^Kad lartnn gtrv varle>nt prdtolnta o«9f» 
49^to a onor^t€» a aooondeirv iit^ra.ry of a^oondary variant protoind. 

3S. <Oijrr»ntly «»m©nd©d> A moth»od for gortoratlng a oooondory H t>re4rv of s^eomdckrv orot^in 
veirleint3 of « t«rQOt protoln compri3lr»g: 

«ij Inputting thio thiro« dimonolonol ooc>rdinatea» orf 3e«ld t«*rgot prototn Into « oompciter; 

t>^ dot ermlnlna a criteria for Inc Hjdlno favoratolv rank&d primary variant orotelnfft for a crlme^rv 

^o> Mtillzing a foroo_flald oatoulatlon to genarato a primary lltorary ot;.. f avoratolv ranked prlnrtf^ fpy/ 
protein variants oomprlalnca a pluirailty of pr I rr^c try-va riant amino aold raslduoa at p rtc^c^ry variant 
poaltlona: 

d^ datarmlnlng a orlteria for aataotlna amino aold raalduaa^ fro m g»jag^-i of aal d variant pog »itlons 
from aald favoratofv ranKad orimanv variant orotalna 

&\ salootlno amino aold raaldtjaa from a plurality of aald vari ant poa ittona from aatd fav orably 

renKgd primary variant prqlgln^; and 

af> oomputatlonally prooaaaing a plurality of aald i»r*nr>ary-^va riant aelaotad amino aold roslduos 
from a Plurality of aald variant poaltlona from aald favoratolv ranKed orimarvvarlant protg>lna <atap 
l&>-to genarata a aooondary library of aaoondary variant protoina, wl-tarain at laaat ona of said 
aaoondary variant protalna la diffarant from tt'ta aald orimarv variant protalna. 



Olalms 12. 13, 21-2^ and 33-3S are pondinQ. Support for tHo amondod olalma la found in 
ttia apaclfioatlon and tino olalms as originally -filed- Thio amendmont of thta axiating olaima dooa 
not «ft«ot Invontor^hlp. 

Clairr* Ralaotlona — 33 USO SS t OIX1 1 Z-l 

Olaima 13, 13, 21-24 and 3^^33 ara rajactad urkdar 35 030 101X1 12-1 baoauaa tr-io 

olaimad Invantion la not supportod by oimer a apacific asaartad utility or a wall-aatabliattad 
utility. Applicants l-»avo amandod tMO claims* to raquira thiat thia primary Ifbrarv ba compriaad of 
favorably ranKad fprim&ry protafn varianta, Applicants baliava tHIs amandmant orarifiaa tbat tno 
ponding claima l^ava a apaoiflo utility. Applicanta raapaotfully reociast thiat ttia rajactlon tJincaQr 3e 
LJ.Q.O. S 101/112-1 bo witi-idrawn. 

Claim Rajactiona — OS LJSC ^ 112, a^conci |>ara8rapli 

5. Olalma 12 and 3S aro rojaotad under 3S LJSG § 112. seoond r:»m.rQorcLr>t-%. as being 
Indefinite for falling to particularly point out and distinctly claim tna aubjaot matter wt-ilcM 
applicant regards aa tl-»e Invention. Claima 12 and 35 l^avu been amended to provide 
antecadant basia for tl-»e term ••primary variant protalna*'- Ar^ptiicanta reapactfuiiy raciuaat tbat tl^e 
rejection under 35 LJ.3.0. ^ 1 1 2, second paragrapl^ be wltiidrawn. 

Olalnr> Rojeotlona — 3S OSC 102 and 1 03 

6. Olalms 12, 13. and 33-3S are rajootod under 35 USC S ~t 02<a> aa being anticipated by 
l_acrolx at al. <LJ5 2002/0072864: filing data Oa/31/1 99g>. AM lrK:iGp>&nci&rtt claima in tna 
application bava bean amended and Applicants raspecrfully submit tbat tba crafma. as 
amended, are not anticipated or made otovlous by tl-io references of rocord. 

Aa amandod, all pending claima rec|utre tt-ie generation of a secondary library by usins 
several specific steps. As claimed, tt^e secondary library In not "simply a collactlon of amino 
acid residues." "The aacorKifary library fa a combination of salactad amino acids at a plurality of 
variant posftions from a plurality of favorably ranked primar y variant orotelnis <t.a. proteina in tbe 
primary library). Wltbout repeating tfia previously presented arguments m detail. Appltcanta 
respectfully submit tbat l_acrol7< does not taacfi or suggest tHo gonoration of a secondary library 
from Information from a primary library, as required In all tf^e fy&t>ciirtQ claims. Flatber, Lacrolx 
taacbes tHo gonaratlon of a Mat of variant proteirks. and tl-ien t»-»a matF-tod can bo run a second 
time to Q&r>&r^t& a diffarant list of variant proteins. At bast, tbia would bo similar to two separate 
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primary libraries, Lacroix does not teach or suggest using selected amino acid residues at 
variant positions in a primary library to generate a secondary library, as required in the pending 
claims. Since Lacroix does not teach or suggest every limitation found in the amended claims, 
Applicants respectfully submit that Lacroix cannot anticipate the amended claims. Additionally, 
the other references of record do not teach or suggest the missing limitation and thus do not 
make the pending claims obvious. Applicants respectfully request that the rejections under 35 
U.S.C. §§ 102 and 103 be withdrawn. 

Double Patenting 

8. Claims 12 and 21-24 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 19-29 of co-pending 
application no. 09/927790. 

Applicant respectfully requests that the claim scope be reevaluated once the claims of 
both applications are in condition for allowance* 

The Applicants submit that in light of the above-amendment and argument^ the claims 
are now in condition for allowance and an early notification of such is respectfully solicited. 
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